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Orally Administered Drzzg Products -- General Considerations 

Dear Ms. Sanchez: 

The above referenced FDA draft guidance entitled Bioavailability and BioequivaZence.fir 
Orally Administered Drug Products - General Considerations, issued July 2002 has been 
reviewed by scientists at Johnson &  Johnson Pharmaceutical Research, Ltd.. Several 
comments and questions have been identified and are summarized as follows: 

Under Section III. D. bz Vitro Studies (page I I) the draft guidance states “Dissolution 
projiles generated on all strengths in at least three dissolution media pH 1.2, 4.5 and 6.8 
buffer). ” 

Rather than testing all strengths, it is proposed that multi-media profiles be generated 
only on the high and low strengths if the qualitative formulations are identical. 
Dissolution profiles on &l strengths could then be included in the dissolution medium of 
choice. 

Under Section VI. F. Narrow Therapeutic Ratzge Drugs, (paragraph 2, page 21). 

In Paragraph 2, it would be helpful to have some examples of the types of studies 
recommended/examples of applicability in order to “provide increased assurance of 
interchangeability for drug products containing speczfzed narrow therapeutic range 
drugs ‘I. For example, under “additional testing and controls”, is the agency suggesting a 
pharmacodynamic study or a PK-PD study, or a replicate BE study to access variability 
of the test formulation? 

Under Attachment A: General Pharmacokinetic Study Design and Datcz Handling, 
(paragraph 2, page 23). 

. 
Please provide an explanation of how the “5 percent of Cmax ” value was obtained? Is 
this value arbitrary, or is there justification from study examples? 
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P a g e  2  

W e  g r e a tly apprec ia te  th e  o p p o r tuni ty  to  c o m m e n t o n  th is  draft  g u i d a n c e  a n d  look  
fo rwa rd  to  work ing  c lose ly  wi th th e  F D A  o n  fu tu re  d o c u m e n ts. 
n e e d  ass is tance,  p l ease  c o n tact  m e  direct ly  a t 6 0 9 1 7 3 0 - 3 4 2 5 . 

If y o u  h a v e  q u e s tio n s  o r  

M a n a g e r  
G loba l  C h e m - P h a r m  R e g u l a tory  S c i e n c e  
J o h n s o n  &  J o h n s o n  P h a r m a c e u tical Resea rch  a n d  D e v e l o p m e n t, L td . 


